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PROCESS FOR THE TREATMENT OF A LACTIC RAW MATERIAL 



CROSS-REFERENCE TO RELATED APPLICATIONS 
This application is a continuation-in-part of copending PCX international 
5 application no. PCT/EP98/03 1 76, filed on May 22, 1 998. 

FIELD OF THE INVENTION 
The invention is directed to a process for the separation of 
glycomacropeptide or caseinoglycomacropeptide ("GMP") from lactic raw material. 

10 

BACKGROUND OF THE INVENTION 
GMP is a phosphorylated and partially sialylated macropeptide which is 
formed by the action of a protease, for example rennet, on mammalian milk kappa-casein. 
GMP represents about 20% by weight of the proteins in sweet whey obtained after 
1 5 separation of casein during cheese manufacture. 

A laboratory scale process for the manufacture of GMP is known. The 
process consists of treating a raw lactic material, such as an acid casein, a caseinate 
hydrolyzed by rennet, or a demineralized and lactose-free sweet whey from cheesemaking, 
with trichloroacetic acid so as to precipitate the proteins. The process further consists of 
20 recovering the supernatant, dialyzing the supernatant, and drying the separated dialysate. 
Although known, such a process is not applicable on an industrial scale. 

A process for the production of GMP on an industrial scale, which is 
described in European Patent Application No. 488,589, consists of treating a whey product 
by ion exchange and recovering the fraction that has not been adsorbed. The process further 
25 consists of concentrating the fraction, demineralizing the fraction using ultrafilfration, 
diafiltration and, if necessary reverse osmosis, and recovering the GMP. 

British Patent No. 2,1 88,526 discloses a process for the production of a whey 
protein fraction. The process consists of freating a milk product with a strong anionic resin, 
imder conditions such that proteins and some peptides of the treated material are 
30 nonselectively adsorbed onto the resin in the form of complexes. These complexes are 
difficult to subsequently elute from the resin. The eluate forms a firm gel at a pH of less 



1 



DCl - 236062.1 



than 4.5 and at room temperature, once the eluate is suspended in water. The protein 
fraction may be used in drinks of the milk-shake type and in dessert mousses. 

Japanese Patent Publication Kokai 07-132049 uses a weakly anionic ion 
exchange resin whose matrix is hydrophilic to separate the sialylated peptides from whey. 
5 The process consists of passing the raw material, whose pH has been beforehand precisely 
adjusted to a value of 4 to 6, over a hydrophilic macromolecular support consisting of a 
natural polysaccharide or a synthetic polyvinyl, grafted with basic exchanging groups. The 
supports used as matrix are not easily applicable industrially. 

Despite the aforementioned processes, there is a need for a process which 
1 0 easily and selectively separates a highly purified GMP from lactic raw materials without 
additional expense and which can be conducted on a large scale. Additionally, it is highly 
desirable to develop a process that can separate GMP from lactic raw material in a single 
operation and in high yield. 

15 SUMMARY OF THE INVENTION 

The invention relates to a process for the extraction of GMP from a lactic 
raw material comprising the steps of removing cations from a lactic raw material for a 
sufficient amount of time to obtain a substantially deionized lactic raw material having a pH 
of about 1 to 4.5; contacting the substantially deionized lactic raw material with an anionic 

20 resin having a hydrophobic matrix for a sufficient amount of time and at a sufficient 
temperature to remove GMP from the substantially deionized lactic raw material and to 
obtain a treated liquid material; separating the resin from the treated liquid material; and 
rinsing the resin to obtain the GMP therefrom. 

In this process, the lactic raw material can be one of sweet whey obtained 

25 after separation of casein coagulated with rennet, a concentrate of sweet whey, a sweet whey 
or such a whey demineralized to by elecfrodialysis, ion exchange, reverse osmosis, 
electrodeionization or a combination of these procedures, a concentrate of sweet whey 
demineralized by electrodialysis, ion exchange, reverse osmosis, electrodeionization or a 
combination of these procedures, a concenfrate of proteins of substantially lactose-free 

30 sweet whey obtained by ulfrafiltration, followed by diafiltration (ultrafiltration with 

washing), mother liquors of the crystallization of lactose from sweet whey, a permeate of 
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ultrafiltration of a sweet whey, the product of hydrolysis, by a protease, of a native casein 
obtained by acid precipitation of skimmed milk with an inorganic acid or by biological 
acidification, where appropriate with addition of calcium ions or alternatively of a micellar 
casein, obtained by microfiltration of a skimmed milk, the product of hydrolysis of a 
5 caseinate by a protease. Preferably, the sweet whey has a solids content of about 1 0 to 23 
percent by weight and is completely deionized dviring the cation removal step. 

Also, the lactic raw material is preferably a liquid or a dispersion of solids in 
a liquid and calcium ions may be added to the lactic raw material after the cation removal 
step. 

10 Advantageously, the resin is treated with an alkaline material prior to contact 

with the substantially deionized lactic raw material. Preferably, the substantially deionized 
lactic raw material contacts the resin in a gently stirred reactor at a temperature of less than 
50 °C for one to ten hours to adsorb the GMP onto the resin. A suitable resin is one that is 
basic and in macroporous or macrocross-linked gel form. The substantially deionized lactic 

1 5 raw material usually contacts the resin until the treated liquid material attains a constant pH 
of between about 4.5 to 5.5 to indicate that the reaction has proceeded to completion. 
Advantageously, the resin and lactic raw material are present in a volume ratio of 1 :1 to 
1:30. 

The invention also relates to the treated liquid material that is obtained from 
20 this inventive process. This treated liquid material has an amino acid profile is reduced in 
threonine and enriched in aromatic amino acids and tryptophan. Relative to the starting 
lactic raw material, the threonine content is preferably reduced by about 15 to 40%, and the 
aromatic amino acids and tryptophan are preferably increased by about 20 to 60%. This 
treated hquid material is useful in an infant or dietetic product as a protein raw material, in a 
25 pharmaceutical composition in combination with antithrombotic, antidiarrheal or 

antibacterial agents, or in a food composition as an emulsifying, gelling or foaming agent. 
The invention also produces a new GMP which can be used, for example, in a dental 
composition as an agent against plaque and caries. 



3 



DCl - 236062 1 



BRIEF DESCRIPTION OF THE DRAWINGS 



Figvire 1 is a schematic representation of an apparatus capable of separating 
GMP from lactic raw material. 

5 DETAILED DESCRIPTION OF THE INVENTION 

The present invention is directed to a process for the selective separation of 
GMP from other components contained within lactic raw materials in a single operation, on 
an industrial scale, and in high yield. The process of the present invention also is directed to 
a process for the ion-exchange treatment of a lactic raw material containing GMP, with the 

10 aim of recovering a product which can be used directly as protein source or for isolating 
GMP in a purified form. The powder obtained with the process of the present invention can 
serve as protein raw material in the preparation of infant products. Moreover, the powder 
has a very desirable amino acid profile. The powder's aminogram shows a reduction in 
threonine and an enrichment in aromatic amino acids such as tryptophan. 

15 One embodiment of the process of the present invention comprises the steps 

of: removing cations from a lactic raw material to obtain a substantially deionized lactic raw 
material, preferably one having a pH of about 1 to 4.5, contacting the substantially 
deionized lactic raw material with a weakly anionic resin of hydrophobic mafrix, 
predominantly in alkaline form to obtain a treated liquid material with a stabilized pH, 

20 separating the resin from the treated liquid material product, the latter being recovered, and 
removing the GMP from the resin. The lactic raw material is preferably substantially 
deionized, prior to GMP extraction. Preferably, in the inventive process, ions such as 
cations are completely removed, and the term "substantially deionized" is used to indicate 
almost complete removal, i.e., above 90% cation removal. 

25 Another embodiment of the process, includes the steps of bringing the lactic 

raw material in liquid form into contact with a weakly anionic resin in a reactor and stirring 
gently at a temperature of less than 50°C. Preferably, the temperature should be between 
0°C and 15°C. Stirring should be sufficiently vigorous to fluidize the resin bed. The 
stirring can be produced by a stirrer or preferably by introducing a stream of fluid, such as 

30 air or nitrogen, under pressure through the bottom of the reactor. 
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Yet another embodiment of the process of the present invention, includes the 
steps of percolating the lactic raw material in liquid form through a column filled with the 
resin, collecting the treated liquid material, and recovering the GMP adsorbed onto the resin 
by elution. This procedure can be carried out either continuously or semicontinuously, for 
5 example by extracting saturated resin from the column comitercurrentwise and by replacing 
the saturated resin with freshly regenerated resin. 

The term "anion-exchange resin" includes any anion-exchange resin whose 
matrix is hydrophobic including anion-exchange resins wherein the exchanging groups are 
weakly basic in macroporous or macrocross-Unked. Preferably, the matrix is polystyrene or 

10 polyacrylic, gel form, particularly based on polystyrene/divinylbenzene copolymer and 
more preferably macrocross-linked because of considerations of resistance to osmotic 
shocks. The weakly basic groups include active groups such as primary to tertiary amines. 
The resin should be mostly in alkaline form ("OH~ form") and therefore the resin's active 
sites should preferably be generally regenerated in this form. 

15 As used herein the term "lactic raw material" includes any product or 

by-product containing GMP which can be derived from the milk of ruminants, such as 
cows, goats, sheep or buffaloes. Lactic raw materials include sweet whey obtained after 
separation of casein coagulated with rennet, a concentrate of sweet whey, a sweet whey or 
such a whey demineralized to a greater or lesser degree, for example, by electrodialysis, ion 

20 exchange, reverse osmosis, electrodeionization or a combination of these procedvires, a 
concentrate of sweet whey demineralized to a greater or lesser degree, for example, by 
electrodialysis, ion exchange, reverse osmosis, electrodeionization or a combination of these 
procedures, a concentrate of proteins of substantially lactose-free sweet whey obtained, for 
example, by ultrafiltration, followed by diafiltration (ultrafiltration with washing), mother 

25 liquors of the crystallization of lactose from sweet whey, a permeate of ultrafiltration of a 
sweet whey, the product of hydrolysis, by a protease, of a native casein obtained by acid 
precipitation of skimmed milk with an inorganic acid or by biological acidification, where 
appropriate with addition of calcium ions or alternatively of a mi cellar casein, obtained for 
example by microfiltration of a skimmed milk, the product of hydrolysis of a caseinate by a 

30 protease. 
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Preferably the lactic raw material includes a preconcentrated sweet whey 
from cheesemaking, a protein concentrate of lactose-free and cation-free sweet whey, more 
preferably, preconcentrated sweet whey from cheesemaking at 10-23% by weight and 
decationized or completely deionized, i.e., substantially free of cations and anions. 
5 The lactic raw materials may be provided in liquid or in powdered form. In 

the latter case, the powders are dispersed in water, preferably demineralized to be 
subsequently treated. 

During the step of bringing into contact the liquid raw materials with the 
weakly basic anionic matrix, the active sites of the resin are exchanged against the GMP 

1 0 molecules, producing a gradual increase in the pH of the freated liquid material. The pH 
may increase up to a stabilized final value, such as a pH range of between about 4.5 to about 
5.5 depending on the raw material used. The duration of the operation and the amount of 
resin and treated liquid are chosen as a fimction of the composition of the starting material 
and the desired quantity of GMP. 

1 5 The duration of the process of the present invention may last from between 

about 1 h to about 10 h, preferably about 4 h. The respective proportions of resin and liquid 
to be treated can vary widely depending on the desired degree of separation of the GMP. 
One of ordinary skill in the art with little or no experimentation can determine the desired 
proportions of resin and lactic raw material to be treated. Preferably, the proportions 

20 include a ratio of between about 1 : 1 to about 1 :30 and more preferably from between about 
1 : 1 to about 1 : 1 0 by volume. 

Optionally, the treated liquid can be concentrated and, if desired, dried. The 
treated liquid can be concentrated by evaporation and consequently dried by spray-drying in 
a drying tower. The treated liquid obtained from the process of the present invention has an 

25 amino acid profile which is reduced in threonine and enriched in aromatic amino acids and 
tryptophan. Preferably, the treated liquid obtained has a threonine content reduced by about 
1 5% to about 40% and the aromatic amino acids and tryptophan content are increased to 
about 20% to about 60% relative to the lactic raw material. This treated liquid material is 
useftil in an infant or dietetic product as a protein raw material, in a pharmaceutical 

30 composition in combination with antithrombotic, antidiarrheal or antibacterial agents, or in 
a food composition as an emulsifying, gelling or foaming agent. 
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The processes of the present invention can be conducted in a reactor, a 
column, or a combination thereof. The combination can be carried out using a device 
whose upper part is a reactor provided with means for stirring or for producing a fluidized 
bed containing the resin, separated by a grid or a filter from a lower part. The lower part 
5 includes a column wherein the resin can be recovered at the end of the treatment, such as by 
decantation, and the treated liquid material can be drawn off 

Separating the GMP from the resin typically comprises first treating the resin 
by washing the resin with demineralized water to obtain an eluate. Optionally, the resin 
may be washed with a dilute saline solution or a dilute acidic solution and rinsed with 
1 0 demineralized water. Desorption of the GMP is accomplished by washing the resin with an 
aqueous solution of acid, base or salt, preferably by washing the resin with a basic aqueous 
solution, followed by washing with demineralized water. Basic aqueous solutions include 
but are not limited to solutions of NaOH, KOH or Ca(OH)2 with a concentration of about 
less than 8% by weight, preferably with a concentration of between about 0.5 to about 3%. 

1 5 This process advantageously regenerates the resin at the same time GMP desorption occurs. 
Subsequently, the eluate and washings are combined and demineralized by ultrafiltration or 
nano-filtration on a membrane with a mean cut-off region of about 3000 daltons to obtain a 
retentate and a filtrate. The retentate is dried, preferably by freeze-drying. Even after up to 
150 treatment cycles, there is no decrease in the performance of the resin or fouling thereof 

20 The GMP obtained is substantially free of fat and of lactose and is low in 

whey proteins. Preferably, the GMP obtained using the process of the present invention 
contains < 1% fat, < 0.2% of lactose, and < 3% of true whey proteins, by weight. 

The GMP obtained by the process of the present invention can be used in 
applications including pharmaceutical compositions such as antithrombotic, antidiarrheal or 

25 antibacterial agents administered in oral, parenteral or subcutaneous formulations, dental 
hygiene compositions such as an agent against plaque and caries or alternatively in foods, 
such as confectionery products for its properties against plaque and against caries. The 
GMP may also be used either for its functional properties such as an emulsifying agent, 
gelling agent or foaming agent or for its dietetic properties, such as in antiphenylketonuria 

30 infant compositions because it does not contain phenylalanine. 
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The drawing illustrates preferred devices for vise in the process of the present 
invention. A reactor 1 has in its upper section a principal tank 2 connected to a lower part 
having a compartment 3 through a smaller diameter than that of the tank 2. Tank 2 has a 
rinsing liquid inlet channel 4, an inlet 5 to allow entry of pressurized gas, a safety valve 6 to 
5 regulate the gas pressure m reactor 1 . Close to the base of tank 2 there is a strainer 7 and a 
channel 8 for drawing off liquid. 

Connected to compartment 3, the reactor has a pH-meter 9, a gas inlet 10 and 
a three-way valve 1 1 connected to an inlet channel 12 for liquid to be treated and a 
discharge channel 13 to remove treated liquid. The base of compartment 3 has a grid or a 
1 0 perforated plate 14 which collects resin beads 15. Under grid 14, a drawing-off channel 16 
removes the liquid via pump 17 to a buffer tank 18, which has a level controUing device 19. 
Channel 20 via pump 21 removes liquid from buffer tank 18. Channel 20 is connected 
either to the channel 12, or to the discharge overflow 22. 

15 EXAMPLES 

The examples below illustrate the invention, as well as Figure 1 of the 
drawing, showing, schematically and with no limitation being implied, a preferred device 
for carrying out the invention. In the examples, the parts and percentages are by weight 
unless otherwise stated. 

20 

Example 1 

A bovine sweet whey protein concentrate, conventionally treated by 
electrodialysis and freed of cation on a strongly cationic resin, was dispersed in deionized 
water such that the solution had a dry matter content of 6.5%. The concentrate had the 
25 composition below: 
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Ingredients 


Weight % 


Proteins (GMP included) 


76 


Lactose 


4.8 


Ash 


2.5 


Lipids 


8 


Water 


balance for 100 



127 kg of the dispersion, of initial pH 4.25 and at a temperature of 12°C, 
were introduced via channel 12 into reactor 1 . Air was introduced by bubbling into 

1 0 compartment 3 through the base by the inlet 1 0 via a non-return valve 23 . A fluidized bed 
of resin beads 15 was created comprising 23 kg of weakly anionic resin of hydrophobic 
matrix based on polystyrene (IMAC HP 661®, Rohm & Haas, regenerated in OH~ form). 
The resin beads 15 were stirred for 4 h in contact with the dispersion due to the turbulence 
created by the fluidization. The pH of the liquid was constantly controlled by means of the 

1 5 pH-meter 9. Stabilization of the pH at 5.08 indicated the end of the reaction. The air supply 
at inlet 10 was cut off and air was introduced through inlet 5 at the top of the reactor above 
the liquid level 24. The liquid was pressurized and the resin beads settled in the lower part 
of compartment 3 of reactor 2 where they were retained by grid 14. The treated liquid 
material was drawn off by gravity through channel 8 and through channel 16 by means of 

20 pump 17 towards buffer tank 18. The treated liquid material was then discharged by 
channel 20 by means of pump 21 and directed towards the outlet by channels 12 and 13. 

The treated liquid material was concentrated to 28% dry matter by 
evaporation and the concentrate was spray-dried in a drying tower. Analysis of the 
concentrate by high-performance liquid chromatography ("HPLC") showed that the reaction 

25 removed 91% of the starting GMP. Moreover, the powder contained 95% of the starting 
whey proteins. 

To recover the GMP, the reactor and the resin were washed with deionized 
water introduced through inlet channel 25, via valve 26, and inlet channel 4 and flushed 
through the reactor via channels 12 and 13. The GM!P was eluted twice through the same 
30 circuit with 40 1 of aqueous 2% NaOH introduced via channel 27 and valve 28 and rinsed 
with 30 1 of deionized water. After combining the eluate and washing volumes, the volume 
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was concentrated to 25 1 by ultrafiltration or nanofiltration with a membrane having a 
nominal cut-off of 3000 daltons to obtain a retentate and a filtrate. The retentate was 
freeze-dried and 750 g of GMP were obtained, corresponding to a yield of 82% relative to 
the starting GMP. 

5 Periodically, the resin was subjected to acidic regeneration after alkaline 

regeneration once the equivalent of 1 0 volumes of resin bed had been treated. After elution 
of the GMP with the alkaline solution as described above, the resin was washed with a 
concentrated aqueous solution of HCl supplied by channel 29 and valve 30, followed by 
water supplied by channel 25 and valve 26. The resin was converted to the OH" form by 
1 0 passing a concentrated aqueous solution of NaOH supplied by channel 27 followed by water 
fi-om chaimel 25, into channel 4. The solutions were removed ftom reactor 1 via channel 
16, transferred by pump 17 to the buffer tank 18. From buffer tank 18, the solutions were 
removed by pump 21, discharged by channel 20 and overflow 22 into the effluent treatment. 
Following this operation, the resin was ready for another treatment cycle. 

15 

Example 2 

A bovine sweet whey was used which had been previously concentrated to 
17% dry matter, demineralized by electrodialysis, freed of cation on a strongly cationic 
resin column, freed of anion on a weakly anionic resin column, and spray-dried in a drying 
20 tower. The bovine sweet whey had the composition: 



Ingredients 


Weight % 


Proteins (GMP included) 


11.7 


Lactose 


81.7 


Ash 


1 


Lipids 


1 


Water 


balance for 100 



The demineralized whey powder was solubilized in deionized water. After 
3 0 cation removal the solution had an initial pH of 3 . 8 . Using the plant of example 1 , 3 92 kg 
of the solution were treated at 8°C, while stirring for 4 h in the reactor in the presence of 
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23 kg of weakly anionic resin of hydrophobic matrix based on polystyrene (IMAC HP 661®, 
Rohm & Haas, regenerated in 0H~ form). Stabilization of the pH at 4.89 indicated the end 
of the reaction. The treated liquid material was drawn off and the resin was recovered as 
described above. 

5 After concentration of the treated liquid material to 45% dry matter by 

evaporation, the concentrate was spray-dried in a drying tower. Analysis of the concentrate 
by HPLC showed that the reaction removed 89% of the starting GMP. Moreover, the 
powder contained 9.1% of whey proteins, which corresponded to a yield of 90% of the 
whey proteins. 

1 0 To recover the GMP, the resin was washed successively with deionized 

water, 30 1 of an aqueous solution at 0.5% HCl, and 30 1 of deionized water. Subsequently, 
the GMP was eluted twice with 40 1 of 2% Ca(OH)2 and rinsed with 30 1 of deionized water. 
After combining the eluate and rinsing volumes, the whole was concentrated to a volume of 
25 1 by ultrafiltration with a membrane having a nominal cut-off of 3000 daltons to obtain a 

1 5 retentate and a filtrate. The retentate was fi-eeze-dried and 900 g of GMP were obtained, 
which corresponded to a yield of 80%. relative to the starting GMP. 

Example 3 

The starting material was a sweet whey preconcentrated to 18%> dry matter, 
20 freed of cation by treatment on a column of strongly cationic resin, and having an initial pH 
of 1 .09. 70 kg of the whey were treated at 25°C while stirring for 4 h in the reactor in the 
presence of 14 kg of weakly anionic resin of hydrophobic matrix based on polystyrene (IRA 
96®, Rohm & Haas, regenerated in OH~ form). Stirring was provided by the creation of a 
fluidized bed of resin beads using bubbling nitrogen. Stabilization of the pH at 4.79 
25 indicated the end of the reaction. The treated liquid material was separated from the resin, 
concentrated to 45% dry matter by evaporation, and the concentrate was spray-dried in a 
drying tower. 

Analysis of the powder by HPLC showed that the reaction removed 85% of 
the starting GMP. The powder contained 9.2% of the whey proteins, corresponding to a 
30 yield of 90%o of the whey proteins. Analysis of the aminogram of the concentrate showed a 
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profile characterized by a 28% decrease in threonine, an 18% increase in arginine, and a 
20% increase in tryptophan relative to the lactic raw material. 

To recover the GMP, the resin v^as successively washed with deionized 
water, 50 1 of 0.05% NaCl, and twice with 50 1 of deionized water. Subsequently, the GMP 
5 was eluted twice with 25 1 of 0.6%o KOH and rinsed v^th 10 1 of deionized water. The 
combination of eluate and rinsing volumes was concentrated to a volume of 25 1 by 
ultrafiltration with a membrane having a nominal cut-off of 3000 daltons, and the retentate 
was freeze-dried. 175 g of GMP were obtained, corresponding to a yield of 80% relative to 
the starting GMP. 

10 

Example 4 

A powder of sweet whey ultrafiltration permeate, freed of most of its salts, 
with the following composition, was used as starting material: 



Ingredients 


Weight % 


Proteins (GMP included) 


2.75 


Lactose 


>90 


Ash 


1.5 


Water 


balance for 1 00 



20 The preceding powder was dissolved in demineralized water such that the solution had a dry 
matter content of 19.35%. This solution was freed of cation by passage over a column of 
strong cationic resin (IR 120®, Rohm & Haas) to obtain a substantially deionized lactic raw 
material containing 18.73%o of dry matter with a pH of 2.77. 

565 g of the solution and 56.5 g of weakly anionic resin of hydrophobic 

25 matrix based on polystyrene (IMAC HP 661 ®, Rohm & Haas, regenerated in 0H~ form) 
were stirred for 3 h at 10°C until the pH stabilized to a final value of 4.53. The permeate 
thus treated was then separated from the resin beads by filtration and freeze-dried. 

The whey protein permeate contained 1 .75% of proteins. Analysis of its 
aminogram showed a profile characterized by a 20% decrease in threonine and by a 50% 

30 increase in tryptophan relative to the lactic raw material. 
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To recover the GMP, the resin was washed with 1 1 of deionized water, the 
GMP was eluted with 50 mL of aqueous 0.6% NaOH, and rinsed with 20 mL of deionized 
water. The combined eluate and rinsing volumes were concentrated by ultrafiltration with a 
membrane having a nominal cut-off of 3000 daltons. The retentate was freeze-dried and 
5 870 mg of GMP were obtained. 

Example 5 

3.5 L of sweet whey, pre-concentrated to 20% dry matter, freed of cation on 
a column of strongly cationic resin, and of pH 1.09 was percolated through a column 

10 containing 450 mL of weak mionic resin of hydrophobic matrix based on polystyrene 

(IMAC HP 661®, Rohm & Haas), at the rate of 2 bed volumes/h. The equivalent of 4 bed 
volumes of treated liquid were recovered, constituting 4 equal fractions with a pH ranging 
from 6 to 3 and in which the quantity of GMP removed ranged from 50 to 9% (evaluated by 
HPLC). After combining the 4 fractions, a solution of freated liquid with a pH of 4.5 was 

1 5 obtained in which 25% of the GMP had been removed (as compared to the starting whey 
material). 

To recover the GMP, the procedure of Example 1 was followed with 
equivalent results with regard to the ptirity of the GMP. 
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THE CLAIMS 



What is claimed is: 

5 1 . A process for the extraction of glycomacropeptide or 

caseinoglycomacropeptide ("GMP") from a lactic raw material comprising the steps of: 

removing cations from a lactic raw material for a sufficient amount of time to 
obtain a substantially deionized lactic raw material having a pH of about 1 to 4.5; 

contacting the substantially deionized lactic raw material with an anionic 
1 0 resin having a hydrophobic matrix for a sufficient amount of time and at a sufficient 
temperature to remove GMP from the substantially deionized lactic raw material and to 
obtain a treated liquid material; 

separating the resin from the treated liquid material; and 

rinsing the resin to obtain the GMP therefrom. 

15 

2. The process according to claim 1 wherein the lactic raw material is one of 
sweet whey obtained after separation of casein coagulated with rennet, a concentrate of 
sweet whey, a sweet whey or such a whey demineralized to by electrodialysis, ion 
exchange, reverse osmosis, electrodeionization or a combination of these procedxires, a 

20 concentrate of sweet whey demineralized by electrodialysis, ion exchange, reverse osmosis, 
electrodeionization or a combination of these procedures, a concentrate of proteins of 
substantially lactose-free sweet whey obtained by ultrafiltration, followed by diafiltration 
(ultrafiltration with washing), mother liquors of the crystallization of lactose from sweet 
whey, a permeate of ultrafiltration of a sweet whey, the product of hydrolysis, by a protease, 

25 of a native casein obtained by acid precipitation of skimmed milk with an inorganic acid or 
by biological acidification, where appropriate with addition of calcium ions or alternatively 
of a micellar casein, obtained by microfiltration of a skimmed milk, the product of 
hydrolysis of a caseinate by a protease, 
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3. The process according to claim 1 wherein the sweet whey has a solids 
content of about 10 to 23 percent by weight and is completely deionized during the cation 
removal step. 

5 4. The process according to claim 1 wherein the lactic raw material is a liquid 

or a dispersion of solids in a liquid and which further comprises adding calcium ions to the 
lactic raw material after the cation removal step. 

5. The process according to claim 1 which further comprises treating the resin 
10 with an alkaline material prior to contacting the substantially deionized lactic raw material 

with the resin. 

6. The process according to claim 5 wherein the substantially deionized lactic 
raw material contacts the resin in a gently stirred reactor at a temperature of less than 50 °C 

1 5 for one to ten hours to adsorb the GMP onto the resin. 

7. The process according to claim 6 wherein the reactor is at a temperature 
between 0°C and 1 5 °C and the resin is basic and in macroporous or macrocross-linked gel 
form. 

20 

8. The process according to claim 1 wherein the substantially deionized lactic 
raw material contacts the resin until the treated liquid material attains a constant pH of 
between about 4.5 to 5.5. 

25 9. The process according to claim 1 which further comprises concentrating the 

treated liquid material by evaporation and drying. 

1 0. The process according to claim 9 wherein the treated liquid material is dried 
by spray drying and which further comprises separating the resin from the treated material 
30 by filtration or centrifugation prior to evaporation and drying. 
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1 1 . The process according to claim 1 further comprising, the resin and lactic raw 
material are present in a volume ratio of between about 1:1 to about 1 :30. 



12. The process according to claim 1 which further comprises the steps of: 

5 separatmg the GMP from the resin by washing the resin with demineralized 

water to obtain an eluate; 

desorbing the GMP from the resin by washing the resin with an acidic, basic 
or saline aqueous solution rinse; 

washing the resin with demineralized water; 
10 combining the eluate and the washings; 

demineralizing the combined eluate and washings by ultrafiltration or 
nanofiltration on a membrane with a mean cut-off region of about 3000 daltons to obtain a 
retentate and filtrate; and 

recovering the GMP as the retentate. 

15 

13. The process according to claim 12 wherein, the basic aqueous solution 
comprises NaOH, KOH or Ca(OH)2, in a concentration of less than 8% wherein the 
retentate is fi-eeze-dried to recover the GMP. 

20 14. A treated liquid material obtained from the process of claim 1 and having an 

amino acid profile is reduced in threonine and enriched in aromatic amino acids and 
tryptophan. 

1 5. The treated liquid material of claim 14 wherein, relative to the lactic raw 
25 material, the threonine content reduced by about 15 to 40%, and the aromatic amino acids 

and tryptophan are increased to about 20 to 60%. 

16. An infant or dietetic product containing the treated liquid material of claim 
14 as protein raw material. 

30 
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17. An infant or dietetic product containing the product of the process of claim 9 
as protein raw material. 



18. An infant or dietetic product containing the product of the process of claim 
5 1 0 as protein raw material. 

1 9. A glycomacropeptide or caseinoglycomacropeptide ("GMP") obtained from 
the process of claim 1 . 

10 20. A pharmaceutical composition containing the glycomacropeptide or 

caseinoglycomacropeptide ("GMP") of claim 19 as antithrombotic, antidiarrheal or 
antibacterial agents. 

21 . A food composition containing the the glycomacropeptide or 

1 5 caseinoglycomacropeptide ("GMP") of claim 1 9 as an emulsifying, gelling or foaming 
agent. 

22. A dental composition containing the GMP of claim 19 as an agent against 
plaque and caries. 

20 
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PROCESS FOR THE TREATMENT OF A LACTIC RAW MATERIAL 



ABSTRACT 

A simple industrial ion-exchange process comprising in treating a lactic raw 
material containing glycomacropeptide in the presence of a weakly anionic resin wherein 
the glycomacropeptide is selectively adsorbed onto the resin and then eluted from the resin 
so as to obtain an improved protein product which can be used in foods, pharmaceutical and 
dental compositions. 



DCI -236062.1 



1/1 




PENNIE & EDMONDS llp DOCKET NO. 8265-296-999 



DECLARATION 
AND POWER OF ATTORNEY 

As a below named inventor, I hereby declare that: 

My residence, post office address and citizenship are as stated below at 201 et seq. underneath my name. 

I believe I am the original, first and sole inventor if only one name is listed at 201 below, or an original, first and joint inventor if plural names are 
listed at 201 et seq. below, of the subject matter which is claimed and for which a patent is sought on the invention entitled 

PROCESS FOR THE TREATMENT OF A LACTIC RAW MATERIAL 

which is attached hereto and for which a patent application was filed as PCX international Application No. PCT/EP98/03 1 76 on 22 May 1 998 

I hereby state that I have reviewed and understand the contents of the above identified application, including the claims, as amended by any 
amendment referred to above. 

] acknowledge the duty to disclose information known to me to be material to patentability as defined in Title 37, Code of Federal Regulations, § 1 .56. 

I hereby claim foreign priority benefits under Title 3 5, United States Code, § 1 19(a)-(d) of any foreign application(s) for patent or inventor's certificate 
listed below and have also identified below any foreign application for patent or inventor's certificate having a filing date before that of the application 
on which priority is claimed; 



EARLIEST FOREIGN APPLICATION(S), IF ANY, FILED PRIOR TO THE FILING DATE OF THE APPLICATION 


APPLICATION NUMBER 


COUNTRY 


DATE OF FILING 
(day, month, year) 


PRIORITY 
CLAIMED 


97201607.5 


EP 


27 May 1997 


YES H NO □ 








YES □ NO □ 








YES □ NO □ 



I ill hereby claim the benefit under Title 35, United States Code, §1 19(e) of any United States provisional application(s) listed below. 



APPLICATION NUMBER 



FILING DATE 



^'3 hereby claim the benefit under Title 35, United States Code, § 120 of any United States application(s) listed below and, insofar as the subject matter 
'=bf each of the claims of this application is not disclosed in the prior United States application in the manner provided by the first paragraph of Title 
= 035, United States Code § 1 12, 1 acknowledge the duty to disclose information which is material to patentability as defined in Title 37, Code of Federal 

Regulations, §1.56 which became available between the filing date of the prior application and the national or PCT international filing date of this 

application: 



APPLICATION SERIAL NO. 



FILING DATE 



ABANDONED 



POWER OF ATTORNEY: As a named inventor, I hereby appoint S. Leslie Misrock (Reg. No. 18872), Hany C. Jones, III (Reg. No. 20280), Beri A. Terzian (Reg 
No. 20060), Gerald J. Flintoft (Reg. No. 20823), David Weild, III (Reg. No. 21094), Jonathan A. Marshall (Reg. No. 24614), Barry D. Rein (Reg. No. 2241 1), Stanton 
T. Lawrence, III (Reg. No. 25736), Charles E. McKenney (Reg. No. 22795), Philip T. Shannon (Reg. No. 24278), Francis E. Morris (Reg. No 246 1 5) Charles E Miller 
(Reg. No. 24576), Gidon D. Stem (Reg. No. 27469), John J. Lauter, Jr. (Reg. No. 27814), Brian M. Poissant (Reg. No. 28462), Brian D Coggio (Reg No 27624) 
Rory J. Radding (Reg. No. 28749), Stephen J. Harbulak (Reg. No. 29 1 66), Donald J. Goodell (Reg. No. 19766), James N, Palik (Reg. No. 255 1 0), Thomas E. Friebel 
(Reg. No. 29258), Laura A. Coruzzi (Reg. No. 30742), Jennifer Gordon (Reg. No. 30753), Jon R. Stark (Reg. No. 301 1 1), Allan A Fanucci (Reg No 30256) 
Geraldine F. Baldwin (Reg. No. 3 1232), Victor N. Balancia (Reg. No. 3 123 1), Samuel B. Abrams (Reg. No. 30605), Steven I. Wallach (Reg No 35402) Marcia h' 
Sundeen (Reg. No. 30893), Paul J. Zegger (Reg. No. 33821), Edmond R. Bannon (Reg. No. 321 10), Bruce J. Barker (Reg No. 33291), Adriane M, Antler (Reg No' 
32605), Thomas G. Rowan (Reg. No. 34419), James G. Markey (Reg. No. 31636), Thomas D. Kohler (Reg. No. 32797), Scott D. Stimpson (Reg No 33607) Gary 
S. Williams (Reg. No. 3 1 066), William S. Galliani (Reg. No. 33885), Ann L. Gisolfi (Reg. No. 3 1956), Todd A. Wagner (Reg. No. 35399) Scott B Familant (Reg 
No. 35504), Warren S. Heit (Reg. No. 36828), Kelly D. Talcott (Reg. No. 39582), and Mark A. Farley (Reg. No. 33 170) and, all of Pennie & Edmonds LLP whose 
addresses are 1 155 Avenue of the Americas, New York, New York 10036, 1667 K Street N.W., Washington, DC 20006 and 3300 Hillview Avenue, Palo AUo, CA 
94304, and each of them, my attorneys, to prosecute this application, and to transact all business in the Patent and Trademark Office connected therewith. 



(1) 



DCl -237801.1 



PENNIE & EDMONDS llp DOCKET NO. 8265-296-999 



SEND CORRESPONDENCE TO: PENNIE & EDMONDS llp 
1667 K Street, N.W. 
Washington, D.C. 20006 


DIRECT TELEPHONE CALLS TO: 
PENNIE & EDMONDS llp DOCKETING 
(202)496-4721 




FULL NAME 
OF INVENTOR 


ERDMANN 


Peter 


MIDDLE NAME 


2 
0 
1 


RESIDENCE & 
CITIZENSHIP 


Bern 


Switzerland 


Switzerland 




POST OFFICE 
ADDRESS 


Klaraweg 7 


Bern 


Switzerland 


3006 




FULL NAME 
OF INVENTOR 


NEUMANN 


Fred 


MIDDLE NAME 


2 
0 
2 


RESIDENCE & 
CITIZENSHIP 


Steffisburg 


Switzerland 


COUNTRY OF CmZENSHIP 

Germany 




POST OFFICE 
ADDRESS 


Chaietweg 2 


Steffisburg 


Switzerland 


3612 




FULL NAME 
OF INVENTOR 








2 
0 
3 


RESIDENCE & 
CITIZENSHIP 










POST OFFICE 
ADDRESS 












FULL NAME 
OF INVENTOR 






MIDDLE NAME 


2 
0 
4 


RESIDENCE & 
CITIZENSHIP 










POST OFFICE 
ADDRESS 












FULL NAME 
OF INVENTOR 








2 
0 
5 


RESIDENCE & 
CITIZENSHIP 










POST OFFICE 
ADDRESS 












FULL NAME 
OF INVENTOR 








2 
0 
6 


RESIDENCE & 
CITIZENSHIP 










POST OFFICE 
ADDRESS 











I hereby declare that all statements made herein of my own knowledge are true and that all statements made on information and belief are believed to be true; and further 
that these statements were made with the knowledge that willful false statements and the like so made are punishable by fine or imprisonment, or both, under Section 
1001 of Title 18 of the United States Code and that such willfiil false statements may jeopardize the validity of the application or any patent issuing thereon 



(2) 



DCl -237801.1 



